Arrhythmogenic right ventricular dysplasia-cardiomyopathy: A form of healing myocarditis?  by Burke, Allen et al.
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LV in the subecute phase(1 --6 months after the onset of myocardifis), and In- 
flammato.ry calls(LCA cells) identified with immusoporoxidase staining using 
anti-leakocyto common antigen serum ware counted In high power field of 
all samples. The LV end diastolic dimenalon(LVDd) and ejeCtion fractlen(EF) 
ware measured by the ech~hy at the biopsy(B) and one year 
lats.,(F). There was a significant correlation botwean the mean number of 
LCA positive cells and the %chasge of LVDd (r = 0.551, p < 0.05). 16 pts 
were classified by the average number of LCA cells into Group-I(n = 7) with 
1.0 or mom(/HPF) LCA coils and Gmup-II(n = 9) with LCA cells lass than 
1.0/HPR The results wore as shown below. 
LCAOegs(/HPF) B-LVDdimm)/EF F-LVDd(mn)/1EF 
Gmup-I 2.6 + 0.8 57.5.4.5.1/0.53-1-0.09 57.6 d= 5.6/0.51 :l: 0.12 
Group-!l 0.6 =b 0.2 55.1 4- 5.3/0.51 d: 0.08 50.8:1:6.4*/0.59 =E 0.08 
*p < 0.05 vs Gmup-I 
There was no significant difference in the period from the onset of my- 
ocaidifis to the biopsy (Group-I vs Gmup.ll; 3.0 d: 1.9 ve 1.9 + 1.6 months). 
LVDd decreased in GroulPII 1 year after biopsy mere than in Group-I. Thus, 
these results indicate that the improvement of cardiac lunCticn in acute my- 
ocarditis might be predictsd by (he degree of residual LCA infiilration in 
subacute phase(over one month after the onset). 
~ '~-~ Cimulating Cardiac Autoantibodles as 
Autolmmune Markers in Clinical and 
Biopsy-Proven Myocardltls 
Allda L.R Catorlo, Alan J. Haven, Jonathan H. Goldman, Luciano Dalla 
Ubora, Kamran M. Baig, William J. McKenna. Depts of Cardiology, F__xp 
Biomed Sci, Universily of Padua, Padua, Italy; Dept of Cardiolngical 
Sciences, St George's Hospital, London, United Kingdom 
Myosardifis and dilated cardiomyopathy (DCM) may be phases of an ongo- 
log autoimmune disease of the myocardium. Cardiac autoantibsdics (Abs) 
are found in 30-40% of DGM patients. Their detection In myoca~dis would 
provide evioence for autoimmunily. Cardiac antibody status was assessed 
in 53 patients from the MyocaMifis Treatment Tdal (35 male, aged 42 d: 15 
years). The antibody speaificifiss included organ-specific and skeletal mus- 
cle croas-raactlve Aba by indirect immunofluorescerme and anti-a myosin 
Abe by enzyme-linked immunssorbsnt assay (ELISA). All patients had clin- 
ical myocardifis and unexplained heart failure, but only 24 ware classified 
as histological myocarditis (Dallas cdtoda) on endomyocam'ial biopsy and 
rsndomised in ~m TdaL By Immunsfluorescenca rdiac ~ were more 
common in myocardifis patients than in nommis (13/53, 24°/, ve 18/200, 
9%, p = 0.004); by ELIGA abnormally raised anti-a myosin Abe ware also 
more frequent han in eormals (9/53, 17% ve 1/52, 2%, p = 0.009); 18 pa- 
tients (34%) had a positive result with one or both tests. Similar proportions 
of patients with and without histological myoca~itis eorifalned Abe by im- 
musofluoreacence (8/24 vs 5/29 respectively, p = NS) and by ELISA (4/24 
ve 5/29 respectively, p = NS). Cardiac Abe are found in 34% of patients with 
clinical myocardifis; this provides evidence for autoimmune involvement. The 
lack of correlation of antibody status with the histological diagnosis of my- 
ocardifis uggests that there may be inaccuracy when diagnosis is made on 
histology alone. Autoimmune markers may provide adjunct diagnostic tools 
and Identify myocarditis patients in whom Immunosupproasicn is of potsntial 
benefit. 
Preliminary Report of the Multicenter Giant Cell 
Myoeardit is Study Group 
Leslie 1". Cooper, Gerald J. Berry, Ralph ShebotaL San Diego Veterans 
Affaim Medical Center, and University of Ca//fomla San D/ego, San D/ego, 
CA 
idiopathic Giant Cell Myocardifis is a rare and frequently fatal disease of 
unknown causo which has only been reported in isolated cases and two 
small sades. Accordingly, research on this disease Is hampered by a lack 
of data. In January 1995, we established a muificenter study group to bel- 
tsr address the many unresolved questions about the natural history and 
~rea~lant of Idiopathfc giant cell myocarddts. Direct mailing to cardiovascular 
centers worldwide and journal announcements produced 42 cases ranging 
in age from 39 days to 70 years. Most present with congestive head failure or 
ventdcuisr dyerbythmias. Without immunesUlNxeealon the clinical course is 
one of rapid detodoretion to death or heart transplant. Several patients ur- 
vived Iongtorm (range 3-9 yrs) after immunosuppresalve treatment Thirteen 
patients in our registry underwent heart transplant. Eleven are alive up to 12 
years peat - t in - - t ,  2 wfth histoicglc disease recurrence. This is by far the 
largest cohort of this rare disease ever reported and represents the celleothm 
expedenca of many medical centers waddwide. We hope to present a final 
report at future sclentitic sessions. 
• Arrhythmogenic Right Ventdcular 
Dyspbsla.Cerdiomyopathy:  A Form of  Healing 
I~ocard~is?  
Allen Burke, Andrew Fad), Reau VirmanL Armed Forces Institute of 
Pathology, Washington, D.C. 
To detormir~e the role of inflammation and fibrosis in dght ventdcutsr dysplasia 
(RVD), we histologically evaluated 15 hearts from patients with RVD dying 
suddenly, and 11 age-matchnd control hearts. RVD was defined as right 
ventdcular dilatatior tMth focal fibrosis or thinning < 0.5 ram. Eight histologio 
sections were taken L~om each ventricle, apex to base, stained for collagen, 
and the degree of fat infiltration, fibrosis, and number of Inflammatory foci 
quantitated. The mean age of RVD was 31 ~ 10 years. 4 cases (27%) 
ware familial, 6 patients had a history of arrhythmtas (40%), and 8 deaths 
occuned dudng exercise (53%). Focl of Inflammation ware present in 14/15 
cases (93%)(mean umber 15 4. 5.2), and microscopic foci of left ventricufar 
fibrosis and/or inf~mmation were found (n 12 cesea (83%). Inflammation 
correlated negatively with age of the patient CO = 0.02, r ~ 0.4), and fibrosis 
showed a positive correlalisn with age (p = 0.008, t 2 0.5). Left ventdcuisr 
fibrosis was greatest in the base of the free wall (12 d: 3%) and least in 
the ventdcuisr septum (6.6 =1: 0.9%, p = 0.03). Fibrosis was diffuse in the 
right ventricle (mean 20 -I- 5%) without predilection for site. No d~erences 
in the degree of fibrosis or inflammation were noted with respect to family 
history, exercise at death, or history of arrhythmias. Compared to controls, 
RVD was hearts had greater fibrosis (p = 0.001) and inflammation (p = 
0.0001), but there was no significant difference In degree of fat infiltration of 
the dght ventricle (34 4- 4.8% RVD vs. 23 • 5.6% control, p = 0.1). RVD is 
as inflammatory disease that progresses to fibrosis and often involves both 
ventricles; fat infiltration is a secondary phenomenon. 
~ Arrhythmogenic Right Ventdcuiar 
Cardiomyopothy: DyspiaMa, Dystrophy or  
Myocardigs? 
Cdstina Basso, Domenico Corrado, Madaluisa Valento, Armalisa Aagelini, 
Andrea Nava, Gaetano Thiene. University of Padua,/tat'/ 
Aim of the investigation was to elucidate the nature of the pathobldiogical 
events underlying amhythmoganic right venthcolar cord io~ (ARVC). 
30 hearts with ARVC ware studied (20 M, 10 R aged 15-65 years, mean 
28). Source of specimens was autopsy in 27 and cardiac t~,-~splantation in 
3. Mede of death of autopsy casas was sadden In 34 ead congeative heart 
failure in 3 (due to cerebral thromboembolisro in 1). Previous symptoms 
in terms of syncope, palpitations or heart faiibre, m complained by 17 
patients (57%). Basal ECG, available in 19, showed inverted T-wavas In the 
right precorclial leads in 15 (79%) and venldcular anbythmias in 15 (79%). 
RV aneurysms were present in 15 hearts (50%), mostly located in the infodor 
wall. Involvement o! the left ventricle was observed in 14 cases (47%) and 
in 6 of them was extended to the ventdcutar septum. S~lttored foci of 1"- 
cell lymphocytes with myocyte necrosis ware present in 20 cases (67%). 
On the basis of the histopathol,~lic substrata, we obsowed a fatty (40%) 
and a fibrous-fa~' (60%) patterns. The fibrous-fatty pattern showed a higher 
inddence of ventdcuisr arrhythmias (p = 0.05), a thinner RV wall Co < 0.0001 ), 
and a higher occurrence of focal myocardifis, left veafficular involvement and 
RV aneurysms (p < 0.051). In conclusion, myocardial atrophy observed in 
the flbrous4atly vadaty of ARVC, appears to be the cons~quanca of an 
acquired injury (necrosis) and repair (fibrous-fatty replacement) progressive 
process, mediated by pato~, myscardifis; whether Inflammation is a pdmary 
event or reactive to spontaneous necrosis remains obscure. A programmed 
cell death or apoptosis in the seffing of poalnatal involution of the RV might 
be considered. 
~ Chagas' Heart Patiants Without Cardiac 
Enlargement Have impaired ElPiCardial Coronary 
Vasodliation but  No Vasotonl¢ Angina 
Marcus V. SimSes, Elias M. Ayms-Neto, J. L Attab-Santos, B. C. Maclel, J. 
A. Marin-Neto. University of S~o Paulo, Riboir~o Prsfo, Brazil 
Myocardial pallusicn defects are detected in many Chegas' heart patients 
(CHP) and coronary spasm has been postulated to cause these distur- 
bancas. In pts with vesotonic angina (VA), hypeweatilatton (H) provokes 
vasoconstriction responsive to nitrates. Aim of this study was to measure va- 
sometor epicam'fal coronary responses to H and IsesodMde dinifmte (ISDN), 
in 24 CHP (oge 56 ± 9,14 M), 15 with (D.CHP) and 9 without cardiac dilation 
(ND-CHP), and 9 VA pts w~h angiographycally normal ceroeary arteries (ege 
45 4- 9, 3 M). Quantitative asgiography was performed at baseline (B), after 
H, and after administration of 5 mg of ISDN, in proximal (LADP) and distal 
(LADD) segments of the left antedor descendibg comnmy artery and proxk 
mal segments of left clrcunflox artery (CXP). No pa'dents had clinical or EKG 
Ischen~ char~ns during H, and never was focal or d'dfose spasm detected. 
